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DETAILED OFFICE ACTION 



Applicant's response filed on 02 June 2006 is acknowledged. 

Currently, claims 1-3 and 6-15 are pending, and claims 1, 6, 7 and 9-15 are under 
consideration. 

Formal Matters: 

Information Disclosure Statement 

The information disclosure statement filed 02 June 2006 fails to comply with 37 CFR 
1.98(a)(2), which requires a legible copy of each cited foreign patent document; each non-patent 
literature publication or that portion which caused it to be hsted; and all other information or that 
portion which caused it to be hsted. It has been placed in the application file, but the information 
referred to therein has not been considered. 

Rejections Over Prior Art: 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 C.F.R. 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the appHcability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(f) or (g) prior art under 35 U.S.C 103(a). 
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Claims 1, 6, 9-12, 14 and 15 remain rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ho et al, WO 00/56771 (28 September 2000), and in view of Torigoe et al, 
US6,600,022 Bl, for the same reasons of record set forth in the previous Office Actions mailed 
on 12/3/04 and 8/13/05. 

Applicants argument filed on 02 June 2006 has been fully considered, but is not deemed 
persuasive for reasons below. 

At page 2 of the response, the applicant argues that in Ught of the Ho and Torigoe 
references at the time of filing, one of skill in the art would not have had a reasonable 
expectation that an antibody binding the IL-18R would be successful in treating the indicated 
diseases; that, citing the Dayer reference (J. Clin. Invest., 1999, 104:1337-39), one should not 
conclude that blocking IL-18 would help in treating, for example, rheumatoid arthritis (RA); and 
that neither Ho nor Torigoe quells the speculation regarding the in vivo effects of blocking IL-18, 
thus, at the time of filing, one of skill in the art could not reasonably conclude that blocking IL- 
18 in vivo by targeting the IL-18R would have efficacy in treating a medical disorder as claimed. 
Applicants further argue, at page 3 of the response, that the specification demonstrates in vivo 
efficacy of treatment with compounds blocking IL-18. This argument is not persuasive for the 
following reasons: 1) the rejection is not based on the Dayer reference. 2) The Dayer reference 
does not represent the entire field, and what Dayer was not able to achieve does not indicate the 
same for others. 3) The Ho reference expressly teaches a method for treating conditions with 
excess Thl production, such as autoimmune diseases including MS, RA, IDDM, IBD and 
psoriasis, by administering a composition comprising an anti-IL-18 antibody (the abstract, page 
4, lines 7-10, and page 20, lines 19-24), indicating blocking IL-18 in vivo. With respect to the 
argument that neither Ho nor Torigoe quells the speculation regarding the in vivo effects of 
blocking IL-18 (no working example), "a reference is not limited to the disclosure of specific 
working examples" (In re Mills, 470 F.2d 649, 651, 176 USPQ 196, 198 (CCPA 1972)). Further, 
according to MPEP (§2121), "when the reference rehed on expressly anticipates or makes 
obvious all of the elements of the claimed invention, the reference is presumed to be operable. 
Once such a reference is found, the burden is on apphcant to provide facts rebutting the 
presumption of operability. In re Sasse, 629 F.2d 675, 207 USPQ 107 (CCPA 1980)". 
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It is further noted (with respect to the same argument (in vivo effect), and the argument 
that thus, at the time of filing, one of skill in the art could not reasonably conclude that blocking 
IL-18 in vivo by targeting the IL-18R would have efficacy in treating a medical disorder as 
claimed), that the instant specification does not disclose any working example of in vivo 
targeting the IL-18R either, and all working examples in the specification are directed to the use 
of IL-18BP. If the same logic in applicant's argument applies, the instant invention would have 
been in question as to its enablement since no working example of in vivo targeting the IL-18R is 
disclosed in the specification. However, such is not an issue because the state of the art in the 
field of cytokines, and receptors and antibodies thereof is high. Therefore, the issue whether in 
vivo targeting the IL-18R would be effective (as the art only teaches blocking IL-18 (not IL- 
18R) with the anti-IL-18 antibody) is less relevant. Given the fact that blocking IL-18 with the 
anti-IL-18 antibody can be used to treat the diseases/conditions (as taught by Ho), it would be 
instantly clear that the expectation of success in in vivo targeting the IL-18R would be high in the 
absence of evidence to the contrary. 

Claim 7 remains rejected under 35 U.S.C. 103(a) as being unpatentable over Ho et al., 
WO 00/56771 (28 September 2000), and in view of Torigoe et al., US6,600,022 Bl, as appUed to 
claims 1, 6, 9-12, 14 and 15 above, and further in view of Huston et al. (Proc. Natl. Acad. Sci., 
1988, 85(16):5879-83), for the reasons of record set forth in the previous Office Actions mailed 
on 12/3/04 and 8/13/05. 

Applicants argument filed on 02 June 2006 has been fiiUy considered, but is not deemed 
persuasive for reasons below. 

At page 2 of the response, the applicant argues that in light of the Ho and Torigoe 
references at the time of filing, one of skill in the art would not have had a reasonable 
expectation that an antibody binding the IL-18R would be successful in treating the indicated 
diseases, and that Huston fails to overcome the deficiencies of the other references. This 
argument is not persuasive for the same reasons above. 

Claim 13 is rejected under 35 U.S.C. 103(a) as being unpatentable over Ho et al, WO 
00/56771 (28 September 2000), and in view of Torigoe et al., US6,600,022 Bl, as appKed to 
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claims 1, 6, 9-12, 14 and 15 above, and further in view of Jacobs et al, 085,605,690, for the 
reasons of record set forth in the previous Office Actions mailed on 12/3/04 and 8/13/05. 

Applicants argument filed on 02 June 2006 has been fully considered, but is not deemed 
persuasive for reasons below. 

At pages 2-3 of the response, the applicant argues that in light of the Ho and Torigoe 
references at the time of filing, one of skill in the art would not have had a reasonable 
expectation that an antibody binding the IL-18R would be successful in treating the indicated 
diseases, and that Jacobs fails to overcome the deficiencies of the other references. This 
argument is not persuasive for the same reasons above. 



Conclusion: 

No claim is allowed. 
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Advisory Information: 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS fi*om the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication should be directed to Dong Jiang whose 
telephone number is 571-272-0872. The examiner can normally be reached on Monday - Friday 
from 9:30 AM to 7:00 PM. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Gary Nickol, can be reached on 571-272-0835. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300, 



Dong Jiang, Ph.D. 
Patent Examiner 
AU1646 
8/10/06 




GARY B. NICKOL, PH.D. 
SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 



